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The first question - I@ ‘evaluate the risk, it is ...
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@ To evaluate the risk of M1 or the need for new
revascularization

. Relatgﬁ to complications of previous revascularization => stent &
thr@?“nboms &

g‘éﬂated to the underlying disease, => atherosclerosis progres»s?on

c,ec’and new plaque rupture
b RY
S

@ To evaluate the risk of complications related w
¥ atherosclerosis progression in other arterla(l@%terrltoneS
i => AVC &

e
&0
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@ To evaluate the risk of heart failu ebo%"“\“
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> event 5-year cumulative incidence: hosp@S zation for HF = 8.1% [7.3 — 9.0];
ischemic event =6.3% [5.6 -7 Qot’ major bleeding =3.1% [2.5 - 3.6]

Major bleeding
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Bauters et al. AJC 2014;113:1142e1145
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/\o\ﬁ.es patients meurent en priorité d’insuffisance cardiaque

Y cgghpris les patients diabétiques et y compris ceux sous insulinothérapie
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P%p%latuon CORONOR globale n=4184 pts

@st of death at follow-up
O

C)e Variable No of Patients Event Rate*®
P Death from cardiovascular causes 104 1.3
Congestive heart failure 36 0.4
Sudden death 30 0.4
Suoke 13 0.2
MI 10 0.1
Limb ischemia 4
Mesenteric 1schemia 3
Aorlic aneurysm 2
Pulmonary embolism 2
Other 4
Death from noncardiovascular causes 152 1.8
Cancer 71 0.9
Infection 34 0.4
Suicide or accident !
Respiratory failure T

Renal failure

Gastrointestinal bleeding

Liver failure

Other 2
Death from unknown causes 1

LY =T TR <A )

*The event rate is the number of events per 100 patient-years of
follow-up.
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death; 3§
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Bénefice des traitements a visée eardiovasculaire dans I'infarctus du myocarde

chez le patient diabétique @0&“‘\@
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A systematic review and meta—regreos@fon of temporal trends in the
excess mortality associated with disbetes mellitus after

« y s . ) N
myocardial infarction & &
& &
Christophe Bauters **<*  Gilles Lenge%ﬁe %< Pascal de Groote *”, Nicolas Lamblin > Early mortg\@?
S o -
N =116 Q,@{b o
P =88.3% @Q,@ o
hy, / P=0.449 Qo
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Risque d’insuffisance cardiaque &
,b(\

associé au diabete dans la CAD

Lemesle et al. Diabetes Metab. 2021 Jul 2:101265

HF

Acute stage RR 95%Cl
DM 1.60 1.43-1.79 .
No DM 1.00 »
Subacute stage .
14 .a\\@
DM 1.73 1.21-2.48 . @@
No DM 1.00 N >
Chronic stage \\Q’
Z
DM 170 1.25-2.29 T &
No DM 1.00 T (QQQ
) (%)
N
0,5 1 15 . OQZ 2,5
X
R
Increased roleg-\\/vlth diabetes
re o
HF or CV death &
\
Acute stage RR 95%Cl 1 \00
DM 164 147-183 vy
No DM 1.00
& M
<
Subacute stage 171 1 4}8{@.\% -
DM 10 o
No DM ,\0 N
Q™ ——
Chronic stage é)é) 1.28-1.82
.00
DM 6\)
No DM N
OOQ 0,5 1 1,5 2 2,5
2
,\'<>§° Increased risk with diabetes
Vv >
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ggNTRAL ILLUSTRATION Changes in Cardiovascular Disease Risk During
{Chronic Kidney Disease Progression

Non-atherosclerotic CVD
LVH
Arrhythmias

Sudden cardiac death
Arterial calcification
Valve calcification
Hemorrhagic stroke
Others

CKD stages <9

Stage G5D

Stage G@@a‘"

Risk of fatality after CVD event

al. J Am Coll Cardiol. 2019;74(14):1823-38.

Sarnak, M.J.
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Profil du patient HbA,_ cible

La plupart des patients avec un DT2

DT2 nouvellement diagnostiqué, dont Pespérance de vie est

> 15 ans et sans antécédent cardiovasculaire

DT2:

- avec une comorbidité grave avérée et/ou une espérance de
vie limitée (< 5 ans)

- ou avec des complications macro-vasculaires évoluées

- ou ayant une longue durée d'évolution du diabéte (> 10 ans)
et pour lesquels la cible de 7 % s'avére difficile 2 atteindre car
intensification thérapeutique provoque des hypoglycémies
sévéres

Dites « en bonne santé », bien intégrées socialement et
autonomes d’'un point de vue décisionnel et fonctionnel, et dont
I'espérance de vie est jugée satisfaisante

Dites « fragiles » a |'état de santé intermédiaire et a risque de
basculer dans la catégorie des « dépendants et/ou a la santé
trés altérée »

Dites « dépendantes et/ou a la santé trés altérée », en raison
d’une polypathologie chronique évoluée génératrice de

ATCD de maladie cardiovasculaire considérée comme non
évoluée

IRC modérée (stades 3A et 3B)
IRC sévere et terminale (stade 4 et 5)

Avant d'envisager la grossesse

§ [ £
A _

'Sous réserve d’étre atteint par la mise en csuvre ou le renforcement des-é"odmcahonstherapeuhques du mode de vie puis, en cas d'échec, par un ou plusieurs
traitements ne provoquant pas d'hypoglycémie.

2 De maniére générale, chez les sujets 4gés, il est essentiel de m|n@%r le risque d’hypoglycémie, notamment d’hypoglycémie sévére. Ce risque existe sous
sulfamides hypoglycémiants (« sulfamides » dans ce texte), rép ide, et insuline, et il est plus important lorsque 'HbA, est inférieure a7 %.

2 Infarctus du myocarde (IDM) avec insuffisance card|aque~@}efelnte coronarienne séveére (atteinte du trone commun ou attelnte tritronculaire ou atteinte de
I'artére interventriculaire antérieure proximale), atteinte pohp@ érielle (au moins deux territoires artériels symptomatiques), artériopathie oblitérante des membres
inférieurs symptomatique, accident vasculaire cerebral nt (< 6 mois).

4 Stades 3A : débit de filtration glomérulaire (DFG) g lqa 5 et 59 mL/min/1,73 m2; 3B : DFG entre 30 et 44 mL/min/1,73 m?; stade 4 : DFG entre 15 et 20 mL/
min/1,73 m?; stade 5: DFG < 15 mL/min/1,73 mq,g
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Third question — Wh@tlmpact of specific drugs on
specific outcomes
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INHIBITEURS DE LA DPP/
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Sitagliptine &o&e“*@o
Vlldagllptln@e
Saxagllgﬁne

A/oég%/pt/ne

Y
&
S

N
xQ
& Etudes SAVOR, EXAMINE et TECOS :
&P influence sur la survenue des événements CV majeurs (MACE)
<
A\
\@
Study Drug Placebo Hazard 95% P
n/N (%) n/N (%) Ratio c Value
SAVOR-TIMI 613/8280 609/8212 1.00 0.89,1.12 0.99
(saxagliptin vs placebo) (7.4%) (7.4%)
EXAMINE 305/2701 316/2679 0.96 NA, 1.16 Y | 0.315
(aloglipin vs placebo) (11.3%) (11.8%)
TECOS 745/7332 746/7339 0.99 0.89,1.10 0.844
(sitagliptin vs placebo} (7.4%) (10.2%)
SAVOR + EXAMINE 1663/18313 1671/18230 0.99 0.92,1.06 .
+ TECOS 9.1% 9.2% *
( ) ( ) 8\\@
&
Test for heterogeneity for 3 trials : Faiiars Favors \Q\'
P=0,877, P=0% treatment placebo @é\

* Lower Confidence Limit not gi
for EXAMINE trial \\Q‘

@
1.5cirica BM, et al. N Engl ) Med 2013;369:1317-26 <"
2.White WB, et al. N Engl ] Med 2013;369:1327-35 Q
3.Green JB, et al. N EnglJ Med 2015;373:232-42 (00

7
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S
Etudes SAVOR, EXAMINE et TECOS : g@rvenue
des hospitalisations pour insuffisa ardiaque
<
N
<O
Study Drug Placebo Hazar 2 95% P
n/N (%) n/N (%) R cl Value
) SAVORTIMI 289/8280  228/8212 é‘.’ztf 1.07, 1.51 B 0009
(saxagliptin vs placebo) (3_5%) tz g%)
EXAMINE 106/2701 89/ 119  0.89,158 | 0.315
(aloglipin vs placebo) (3_9%)
TECOS 228/7332 &9/7339 1.00 0.83,120 0.844
(sitagliptin vs placebo) (3.1%) (3.1%)
SAVOR + EXAMINE  623/1 ﬁ} 546/18230 114 0.97,1.34 []
+TECOS ( (3.0%)
0 1. 2
Test for heterogezeity for 3 trials : Favors  Favors
treatment placebo

P=0.178, ’=42%

= Adjusted for histary of heart failure at baseline
“
1.5cirica BM, etal. N Engirﬁed 2013;369:1317-26

2.White WB, et al. N E ed 2013;369:1327-35
3.Green JB, etal. N n@ Med 2015;373:232-42
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Exenatide 2x/j
Liraglutide 1X/j
Exenatide LP 1xﬁSem
Dulaglutideg Bi/sem
S emag/ut/d‘e 1x/sem
L/X/sg?‘?at/de Ix/)
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ETUDES FIGHT / LIVE

LIRAGLUTIDE CHEZ LES PATIENTS INSUFFISANTS CARDIAQUES AVEC FEVG DIMINUEE

JAMA | Original Investigation

Effects of Liraglutide on Clinical Stability Among Patients
With Advanced Heart Failure and Reduced Ejection Fraction
A Randomized Clinical Trial

Figure 3. Prespecified Subgroup Analysis of Patients Who Died or Experienced Rehospitalization for Heart Fallure by Type 2 Diabetes Status

[] Patients without diabetes

55
HR, 1.02 (95% 01, 0.60-1.72); log-rank P= 84

HR, 1.54(95% C1, 0.97-2.46); log-tank P= 07

2 o Uiraglutide é uraglutide
8% 4
33 35
b EL 23 ¥
?3 Flacebs §€ ; Pacebo
=3 Exo
5% 20 5 20
£¥ 15 AT
& 1 3
5 5
0=y T r o T - v v v T v o 0 r + v T v T v .y T r 1
0 15 30 45 60 75 %0 105 120 135 150 165 180 0 15 30 45 6 75 SO 105 120 135 150 165 180
Days Postrandomization Days Postrandomization
No. at risk No. at risk
Liragltide 91 86 77 63 63 60 58 53 SI 46 43 41 24 Liraglutide 63 €0 51 46 44 42 &0 % u 2 31 2 16
Pacebo 67 50 75 73 72 66 64 58 57 56 52 50 31 Placebo 59 S5 49 44 41 40 20 3 31 29 8 16

HR Indicates hazard ratio. The median duration of follow-up was 179 days (interquartile range, 157182 days) in the iraglutide group and 178 days (interquartile &

range, 150183 days) in the placebo group. \\
: o =AD=
CONCLUSIONS AND RELEVANCE Among patients recently hospitalized with heart fajure'and
reduced LVEF, the use of liraglutide did not lead to greater posthospitalization al
stability. These findings do not support the use of liraglutide in this clinical sp;ﬁton.
"
9

&
1. Margulies et al. JAMA. 2016;316(5):500-508. N
2. K Yoreal et al. European Journal of Heart Failure (2016) - doia) 2/ejhf.657
MAAN

xQ°
&
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xQ
&

@ oo (4
R \\Q‘
Effect of liraglutide, a glucagon-like peptld§¥'
analogue, on left ventricular function i le
chronic heart failure patients with an@ thout
diabetes (LIVE)—a multicentre, le-blind,
randomised, placebo-controlle al

Change in (Xe)

were &

2 0
15
K@
3.
&O .
4 ] P=024 )
6'@6 0 7 u) Mean (95% CI)
-05
D %e
&Q . 08%
\°«'
-15
. Liraglutide . Placebo . Liraglutide vs. Placebo

Figure 2 Change in primary endpoint. Cl, confidence interval; LVEF, left ventricular ejection fraction.

P s S aihrrida did noc i

systolic fi th placebo in stable chronic heart failure patients

with and without diabetes. Treatment with liraglutide was asuthd with an increase in heart rate and more serious
cardiac adverse events. and this raises some concern with respect to the use of liraglutide in patients with chronic

heart failure and reduced left ventricular function. More data on the safety of liraglutide in different subgroups of
heart failure patients are needed.




ANALOGUES

DU GLP1* (IN_IECMBLES)

S\\Q
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Hazard raﬁ%\

GLP-1 receptor Placebo, NNT pvalue

agonist, /N (%)  n/N(%) (95%@\ (95%CI)
Three-point MACE L DY
ELIXA 400/3034 (13%)  392/3034 (13%) \0 1.02 (0-89-1-17) 078
LEADER 608/4668 (13%)  694/4672 (15%) - &Q 087 (0.78-0.97) 001
SUSTAIN-6 108/1648 (7%) 146/1649(9%) —— \Q; 074 (0-58-0-95) 0-016
EXSCEL 839/7356 (11%)  905/7396 (12%) = &00 091 (0-83-1.00) 0-061
Harmony Outcomes 338/4731 (7%) 42814732 (9%) - ’ 078 (0-68-0-90) 0-0006
REWIND 594/4949 (12%)  663/4952 (13%) -Q-Q,% 0-88(0-79-0-99) 0026
PIONEER 6 61/1591 (4%) 76/1592 (5%) —@Q— 079 (0-57-1.11) 017
AMPLITUDE-O 189/2717 (7%) 125/1359 (9%) —{@& 073 (0-58-0-92) 0-0069
Subtotal (I=44-5%, p=0-082) X9 O 0-86(0-80-0-93) 65 (45-130) <0-0001
Cardiovascular death &0‘
ELIXA 156/3034 (5%) 158/3034 (5%) 23 e 098(0.78-1:22) 0-85
LEADER 219/4668 (5%) 278/4672 (6%) K O . 078 (0-66-0.93) 0-007
SUSTAIN-6 44/1648 (3%) 46/1649 (381 — 0.98(0-65-1-48) 0.92
EXSCEL 340/7356 (5%) 383/73 ) - 088(076-1.02) 0-096
Harmony Outcomes 122/4731(3%) 130/ (3%) 093(073-119) 058
REWIND 317/4949 (6%) 952 (7%) ?ﬁrI_ 091(0-78-1.06) 021
PIONEER 6 15/1591 (1%) . &30/1592 (2%) 4——4——— 049(0-27-0-92) 0-021
AMPLITUDE-O 7512717 (3%@ 50/1359 (4%) —— 072(0-50-1.03) 0-07
Subtotal (=13-4%, p=0-33) [e) <> 0-87 (0-80-0-94) 163 (103-353) 0-0010
Fatal or non-fatal myocardial irtfx@tion
ELIXA 034 (9%) 261/3034 (9%) e 103 (0-87-1.22) 071
LEADER @@2{;4668 (6%) 339/4672 (7%) s 0-86(0-73-1-00) 0-046
SUSTAIN-6 N~ 54/1648 3%) 67/1649 (4%) —s 081(0:57-116) 026
EXSCEL Q(]/ 483/7356 (7%) 49317396 (7%) 0.97 (0-85-1-10) 0-62
Harmony Outcome: 181/4731 (4%) 240/4732(5%) — 075 (0-61-0:90) 0003
REWIND 223/4949 (5%) 231/4952 (5%) - 0.96(0-79-115) 063
PIONEER 6 37/1591 (2%) 35/1592 (2%) —_—— 1.04 (0-66-1-66) 0-49
AMPLITUDE-O 91/2717 (3%) 58/1359 (4%) S 075 (0-54-1.05) 009
Subtotal (I'=26-9%, p=0-21) < 0-90(0-83-0-98) 175 (103-878) 0-020
Fatal or non-fatal stroke
ELIXA 67/3034 (2%) 60/3034 (2%) —t— 112 (0-79-158) 054
LEADER 173/4668 (4%) 199/4672 (4%) — 0-86(0-71-1-06) 016
SUSTAIN-6 30/1648 (2%) 46/1649 (3%) —_— 065(0-41-1-03) 0-066
EXSCEL 187/7356 3%)  218/7396 (3%) — 085(0-70-1-03) 0.095
Harmony Outcomes 94/4731(2%) 108/4732 (2%) — 086(0-66-1.14) 030
REWIND 158/4949 (3%) 205/4952 (4%) — 076 (0-62-094) 0-010
PIONEER 6 13/1591 (1%) 17/1592 (1%) —_—r 076 (0-37-1-56) 0-43
AMPLITUDE-O 4712717 (2%) 31/1359 (2%) e 074 (0-47-117) 019
Subtotal (F=0-0%, p=0-64) <> 0-83(0-76-0-92) 198 (140-421) 0-0002

05 1_1!5
4+ —>

Favours GLP-1 receptor agonists Favours placebo

GLP-1 receptor Placebo, Hazard ratio NNT p value
agonist,n/N (%)  n/N (%) (95% Cl) (95%Cl)
All-cause mortality
ELIXA 211/3034 (7%) 223/3034 (7%) 0:94(078t01:13) 0-50
LEADER 381/4668 (8%) 447/4672 (10%) 0-85 (0740 0.97) 002
SUSTAIN-6 62/1648 (4%) 60/1649 (4%) 105 (0-74 to 1:50) 079
EXSCEL 507/7356 (7%) 584/7396 (8%) 0-86 (0.77t0 0:97) 0-016*
Harmony Outcomes 196/4731 (4%) 205/4732 (4%) 0.95 (079t 1:16) 064
REWIND 536/4949 (11%)  592/4952(12%) 0-90 (0-80t0 1.01) 0.067
PIONEER 6 23/1591 (1%) 45/1592 (3%) —_— 0-51(0-31to 0-84) 0-008
AMPLITUDE-O 111/2717 (4%) 69/1359 (5%) —_— 078(058ta 011
Subtotal (I°=10.1%, p=0-35) o) 0-88 (0- 826& £94) 114 (76 to 228) 0-0001
Hospital admission for heart failure
ELIXA 122/3034 (4%) 127/3034 (4%) 75 t01:23) 075
LEADER 218/4668 (5%) 24814672 (5%) %t 073 t0 1-05) 014
SUSTAIN-6 59/1648 (4%) 54/1649 (3%) &Q 111(0-77t0 161) 057
EXSCEL 219/7356 (3%) 231/7396 (3%) > 0:94(0-78t01.13) 049
Harmony Outcomes 79/4731 (2%) 111/4732 (2%) —— QQ 0-71(0-53 to 0-94) 0-019
REWIND 213/4949 (4%) 226/4952 (5%) 0.93 (0.77to112) 0-46
PIONEER 6 21/1591 (1%) 24/1592 (2%) —@-—— 0-86 (048 to 1.55) 059
AMPLITUDE-O 40/2717 (1%) 31/1359 (2%) —\OQ— 0.61(0:38100.98) 0.04
Subtotal (I°=3-0%, p=0-41) “\(’}' o, 0-89 (0-82 t0 0-98) 258 (158 t01422) 0013
Composite kidney outcome including macroalbuminuria o)
ELXA 172/2647 (6%) 203/2639 (8%) $ —= 0-84 (068 to 1.02) 0083
LEADER 268/4668 (6%)  337/4672(7%) _ X - 0.78(067100.92) 0.003
SUSTAIN-6 62/1648 (4%) 1001649 (65 — 064 (046 10 0.88) 0.005
EXSCEL 366/6256 (6%) 407/622 0-88(076t01.01) 0-065
REWIND 848/4949 (17%) 970;;435{ (20%) :[ 0.85 (0770 0:93) 0.0004
AMPLITUDE-O 35312717 (13%) 2@%59 (18%) - 0-68 (0.57t0 0.79) <0-0001
Subtotal (I=47-5%, p=0-090) . @Q’ Lod 0-79 (073 t0 0-87) 47 (3710 77) <0-0001
Worsening of kidney function %\0
ELIXA 41/3031 géﬁy 35/3032 (1%) B 116 (0-74 101-83) 0-513
LEADER 87/46Q84N2%) 97/4672 (2%) 0-89 (0-67 t0 1-19) 043
SUSTAIN-6 8 (1%) 14/1649 (1%) 128 (0-64 10 2.58) 0-48
EXSCEL 453%455 (4%) 273/6458 (4%) 0-88 (074 t0 1.05) 016
REWIND 0‘3‘*159“949 (%) 23704952 (5%) = 0:70(057 0 0.85) 0.0004
AMPLITUDE-O 712717 (<1%) 71359 (1%) 0:35(0-10t0127) o1
Subtotal (I’= g,g p=0-12) <> 0-86 (0-72 to 1.02) 241(120to-1694)t  0-089
sl —
05 1 15
.& ¢+ —p
Q Favours GLP-1 receptor agonists Favours placebo
a
O\J
N
V
'\© 3 .
N2 Sattar et al . Lancet Diabetes Endocrinol 2021 9: 653-62
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INHIBITEURS DU SGLTZ@K;'LIFLOZINES)*
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iflozine
iflozine
iflozine
Ertugliflozine
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O
&
,\z _ y A W
Patients v Events Events per Weight HR HR (95% CI)
N @ 1000 patient-years (%)
Treatmentdf), ~ Placebo (n) Treatment Placebo
Patients with atherosclerotic %ovascular disease
EMPA-REG OUTCOME 4687 2333 772 374 439 294 086 (0.74-0.99)
CANVAS Program 3756 2900 796 341 413 324 B 0-82(0-72-095)
DECLARE-TIMI 58 3474 3500 1020 36-8 410 382 0-90(0-79-1-02)
Fixed effects model for atherosclerotic cardiovascular disease (p=0-0002) - 0-86 (0-80-0-93)
Patients with multiple risk factors
CANVAS Program 2039 1447 215 158 155 259 0-98 (0-74-1-30)
DECLARE-TIMI 58 5108 5078 539 134 133 74-1 1-01(0-86-1-20)
Fixed effects model for multiple risk factors (p=0.98) 1.00 (0-87-1.16)
035 00 100 2.50

—_—
Favours treatment Favours placebo

Figure 1: Meta-analysis of SGLT2i trials on the composite of myocardial infarction, stroke, and cardiovascular death (major adverse cardiovascular events)
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Patients Events | gjéﬂts per1000 Weight HR HR (95% Cl)
Q\Qpatient-yaars (%)
Treatment(n)  Placebo(n) Q" Treatment Placebo
Patients with atherosclerotic cardiovascular disease <@~
EMPA-REG OUTCOME 4687 2333 \\\,9 463 197 301 309 —— 0-66(0-55-0-79)
CANVAS Program 3756 2900 .\0 524 210 274 328 —— 0-77 (0-65-0-92)
DECLARE-TIMI 58 3474 35 6 597 199 2349 364 —— 0-83 (0:71-098
Fixed effects model for atherosclemt/i{ 8§ovascular disease (p<0-0001) - 076 (0-69-0-84)
Patients with multiple risk factog\~
CANVASProgram 2039 O° 1447 128 89 98 302 —. 083(0.58-119)
DECLARE-TIMISS 510 % 5078 316 7.0 84 698 — 0-84 (0-67-1.04)
Fixed effects model for&@ ple risk factors (p=0-0634) e 0-84 (0-69-1-01)
5 035 050 1.00 250
4 «— —
QQ Favours treatment Favours placebo
e\
~
Figure 2:@%‘-analysis of SGLT2i trials on hospitalisation for heart failure and cardiovascular death
9N
@fi,
o

Zelniker et al. Lancet 2019; 393: 31-39



ié@

INHIBITEURS DU SGLTZ@K;'LIFLOZINES)*

X
0"9

6:6
6!

&0

Em@ag if

ozine

&
[ ° \é
BHapagliflozine R
K Q;®
O\ ° NS
& Canaglif
anagliflozine &
<
. &
& E lifl °
o rtugliflozine o
N &
& S
S 2, o P 3
P@%ts Events Eventsper1000  Weight HR HR (95% C1) o
& patient-years (%) &O&
f], Treatment (n)  Placebo (n) Treatment Placebo of

Patients wi iheroscle rotic cardiovascular disease @

EMPA-REG O&F COME 4645 2323 152 63 115 310 — . 054 (0- 40@95

CANVAS Program 3756 2900 179 64 10-5 356 — = 059 (0@140 79)

DECLARE-TIMIS8 3474 3500 183 47 86 334 —a— 05 41—0 75)

Fixed effects model for atherosclerotic cardiovascular disease (p<0-0001) —— (0-47-0-67)

<O

Patients with multiple risk factors OQ“

CANVAS Program 2039 1447 70 41 66 295 - Oé 0-63(0-39-1.02)

DECLARE-TIMIS8 5108 5078 182 30 59 705 —a—— N 0-51(0-37-0-69)

Fixed effects model for multiple risk factors (p<0-0001) e .09 0-54 (0-42-0-71)

0-55 0-'50 1-00 o(\q 2-’50
Favours treatment Fayours placebo
q

Figure 4: Meta-analysis of SGLT2i trials on the composite of renal worsening, end-stage renal disease, or renal deg(ﬁb stratified by the presence of established

P>

Zelniker et al. Lancet 2019; 393: 31-39



Y DaAPACK

D

A Primary Composite

Outcome

B Renal-Specific Composite OX

ome

249 Hazard ratio, 0.61 (95% Cl, 0.51-0.72) 20 rd ratio, 0.56 (95% Cl, 0.45-0.68)
1004 50 P<0.001 1009 %Q@m.om
. 90 6] Placebo . 909 < Placebo
® 80+ g 308212+
u 124 a ™
] 704 ] — 3
5 3 S -
= 60 T . 60
£ 504 4+ Dagghiccin 6@9 s04 47 Dapagliflozin
$ 40 @ £ L0
g 0 T T T T T T T 1 ‘e.e ﬁ 0 T T T T T T T 1
S { 0 ¢4 8 12 16 20 1 28 R [ S 45001 o0 4 8 12 16 20 24 28 32
£ -XP E
- \\ -
S /ﬁo S
10 f_’_l’_,_—b 10 r_f_J_/_J
R =
0 T T T T T T lo 1 c T T T T T T T 1
0 4 8 12 16 20 24 32 0 4 8 12 16 20 24 28 32
Months since Randomizati@}z\ ) Months since Randomization
No. at Risk No. at Risk
Placebo 2152 1993 1936 1858 1791 1232 774 270 Placebo 2152 1993 1936 1858 1791 1664 1232 774 270
Dapagliflozin 2152 2001 1955 1898 1841 1Wd1 1283 831 309 Dapaglifiozin 2152 2001 1955 1898 1841 1701 12838 831 309
Q
\
C Composite of Death from Cardiovasc&ausas or Hospitalization D Death from Any Cause
for Heart Failure OO
@
109 Hazarggftio, 0.71 (95% C1,055-0.92) 129 Hazard ratio, 0.6 (95% Cl, 0.53-0.88)
100+ P= 1009 104 P=0.004
8_
90 @ Placebo 90+ 2
& 80 Gc-r]:\ £ =0
6_
g 70+ ‘),f g 704
§ w § ol 4
3 T iflozi pd 7
£ 5pd 27 Dapagliflozin £ 504 2- Dapagliflozin
o o
% 404 o T T T T Ti T T 1 % 4090 o T T T T T T T 1
2 30 0 4 8 12 16 20 24 28 32 2 30 0 4 8 12 16 20 24 28 32
£ £
a 20 S 20
10 104
c T T o T T T T 1 c T T T T T T T 1
0 4 8 12 16 20 24 28 32 0 4 8 12 16 20 24 28 32
Months since Randomization Months since Randomization
No. at Risk No. at Risk
Placebo 2152 2023 1989 1957 1927 1853 1451 976 360 Placebo 2152 2035 2018 1993 1972 1902 1502 1009 379
Dapagliflozin 2152 2035 2021 2003 1975 1895 1502 1003 334 Dapaglifiozin 2152 2039 2029 2017 1998 1925 1531 1028 398

Figure 1. Primary and Secondary Outcomes.

The primary outcome was a composite of a sustained decline in the estimated glomerular filtration rate (GFR) of at least 50%, end-
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Le poids de l'insuffisance car&faque est majeur chez le patient coronarien

\S‘Q}
’s

iDPP4 s &

* Au final, rés%Lté(?cs de protection cardiovasculaire non significatifs @

* Et attentiop”si insuffisance cardiaque oS
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Analoguq@‘s GLP1 S

§1%therosc|erose diffuse, patients multitronculaires et/ou attemte\oﬁolyvasculalre
»e© Réduction plus importante HbAlc &

* Réduction de poids plus importante

Gliflozines (iISGLT2) ocﬁ
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* Action majeure sur le risque d’insuffisance cardiagﬁe
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* Bénéfice rénal majeur &
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